BEST AVAILABLE COPY 



® h *a (jp) 



<® n & & m & m 



©Int. CI. 5 

A 61 K 7/09 



(A) ^F2- 104515 



8314-4 C 



®£>g§ ¥j£2^(1990) 4J3l7B 



91 # 



@» m ¥1-202284 
®Hi m ¥ 1(1989) 8/1 3 B 
@1988^8fl 4 B@^^«fevy^^(LU)®87310 

— — 77>7i 93290 h^>^U>f^ u -f** y^a. 

- 71/^ 8 

77>Xi 95210 1f> ^7f^f7y T-<—aL- 
7^—^ 44 

77>X| 77580 >Jx- a> *-3.— ^e— <7> 

>^>K >Ja- 18 
77>^i 75008 'Ja- d7-(7^ 14 

*74S 



^ 31 V — >JU "7 ^ if 



i/ 3L -7 — )\s 



n u T 



!H *H # 

2.#l*»#<£>tSffl 

(1) JHT<D-fi^ < I ) : 



0 
II 

HS -(CHa) n -NH -C-(CH a ) . -OH 



( I ) 



C £-C?s n 2 * fcli 3 D\ m I* 2 5 7? 

IC*tJS**6N- (>^*^HT^*^) - cu- 
te kb + '/ta+*ts p*?j:tfc nearer 

5 *s 7 )V 7 -f K o 
C2) n#2T?*?K sfromjCK 3 3 f* 4 "C* &ff 

- 5 Y ; 3 - k K o 4 



v T S K ; 5 — t K o 4 •> - N - ( 
/hxf ;p) - u p r 5 K ; 4 - 
— N — ( 3 - > y \ 7n e^) 
i K; H-tKoV/-N- (3 
fcf -7^ ^T; K ; ) 6 
5"-N- ( 2 7 h **>v) 

T % Y ; *> <fc If 6 - t K o * */ - n 
^* ^ h :/ o t*^) - is y P v T 5 

(4) A ,- : H S - ( C H ,) & — N Hi O > 
^ * A* T 5 V t * : 



2 - > 

t Y o * •> 

- 7 * >\> T 

- ^ :/ 

- t K ti 4- 

- tt -f o > 

- < 3 -> 

y> T 



V-o— CL/ 



<D 5 * h > (CC-enl*2*fctt3r**K m 
fi2-5T**£) £*5JES*, KS«;*«JK 
0#«ET* /= (i^F«ET*C 2 0 — 110 troCIH 
<Dfi*fcTfr o C£*#«±r *»*5(0-<3) 



-177- 



»GI¥2-104515 (2) 



K a 4 > 7 >u*jut $ K <0 S3 ^ ^ . 
/<y - tuto&Tfv' # J - frfrhU *tf*'6jg-tf 

(6) \% jt * 7* h 7 * Jl* 7 5 y 2 - > ^ * 7" 
Uf^7 5 yHtt3 - > ;u * 7* F r o f ^ 
7 5 y T & * ga*'JI<4)£ tz tt(5)2e©©^-ar. 

7* a 5 2 by* v> a ? # h >i/;tt*7*D 

m m t © — AS jX. : 

o 
II 

S — (CHt) « — NH — C— (CHi) • — Oil) a 

itztzL* n ±> cfcC^m li iR # <M C £ & L ifl 
*) T* * * ) - T^$n4^*^^7^ K j£ kk C * 
* J9*JfltI»S2»©tt;£«>. 
(9) Ut it & «5 * (N-lf*-4-t Knf 
•> 7* 5- ^ 7 5 V ) K ; t" * ( N - X 



;i/ - 5 - t K n * -> /V U o 7 5 K ) * ^ 7 
^ K ; f ^ <N-x*-/i/-6-fcKo*5/*7" 
a y 7 5 K ) * A/ 7 * r : * ( N - x -7- ;u 
- 3 - t K o * > T o t" y 7 5 K ) ■ X 7 

* K ; t* * (N-rat'^H-t K a + > 7* 
f Jb7 5 K ) v/'^iU? ^ K ; ^ck^t"^ ( N - 
7' a f ;u - 6 - t K a + •> * 7" n y 7 5 K ) £/ 

* 7 -< K t * * sft # *R (8» se « © it £ %n . 

t ^ $ & 4 jrm)~<7)cd i>r n/i- 1 

J^t:ti£-9T^^*L4^« < it HON - 

A* A 7* h 7 ^ * ^ ) - <w - t K d * > 7 iU >U _ 

ffilllLj&1». 

oo & & tc /pj & si f&4& £ £ a © 2 ~ 2 o e a . 

»H<tt5-l 0 ffl fi % © «5 £ T 1* * 5>f 

* # oa se » © HI J& & . 



& mmvi* 7v^x, ae^q. 

^y©>*x^7-f K £ £ iS 7C L . ^V^SS2 

oc^rn^ i 'lege 331© -d ^^te£fflS5£^ia 



3. % © # at w 

*5S'9I(i^rW«CN - <>/i/*7"h7/b*ii/) - 
io - t K a * •> 7 ;U * A/ 7 5 K ^ <fc *€: © 3 jt Wi 

Ki-r * t © * * . 
((**©&«> 

^k©^^^se^*^to ^«>©^i<f«. ^ i m 

KiUTiiTC^^^CmfiScfeC^oT^rvf-y 

( > x * y ) © 7s ;u 7 * K IS ^ ^ Kl 52 L ( il 5c 

*iifflUT±gfi>*^^7-r K *S ^ ^ ^ ^ Hi: 

33^«fU^^K^^*-7'*4^. * - iu * £ *r& 
/<--v^y f-f^SI©^lS!^^fflt^/c«)©j^ 



-178- 



$ *l T I* * {> © tt ?• V 3 - *J c£ * * ?l 

/cute n *©xx-r 

Mitf^'i to - £ A: & ;/ V 3 - ^ © * y 

c ti h © & it #|ti y 7 v © v x ;u 7 a v 

^ti^^u c ©i&#£-*Nfc&«M$*r©ji^ 
© <h -t * • 

EPS, 1*081© 6 1-2 6 0 0 5 8^ 



* §£ 91 © N - ( S tux 7 h r ju* jv) - - t 

K n * *> 7 fl/*VbT 5 K tt * 'J 3 - Jt>&tZ± 

* "7* h 7 vi/ * ^ ) — <o — t K d 4 is y Jl* Jl*7 $. 

0 
II 

HS— (CH»*tt- NH— C-<CH«*s— OH ( I ) 

±S2s£ (I) ©N- (/^*rh7^*;i/) - 
o> - fc K n * •> T ^ * ^ 7 * K © 3 5 . «ft C # T 
© 4> © *W^T £ * . 



If B3¥2-104515 (3) 

C ii . N - > ;u * 7* h 7 * ;p ;T ;p :i y t $ K © 

teTL^fc^f&^ttlS©^^**. 

s - IT n*a s v 9 ^i7$;7/M y * - ;u 
<t ©KfcK.* *) ft bin* . 
c © £r & £ 7c ffl it ± ge & *n © ig 5cM © St X A % 

^«t<fc*? 4>il7c4*tt© ^lT^-,TV^ . 

^SS^KDSWttBr&tfN- (> !■ ii, * r h7^ + 
~ ~ t K a * •> 7 * iU 7 5 K © tsi <£ 
tf^a£©^-^*y FC^,Mt**©il7cffliLT 

©Klfflc* 4 . 

^ < 3R < 5 C i iC s HV> * h 7 si* * - 
^75 K\ t*CN- (> */ A 7" h 7 ;u * ) - Gi 
- k Ko*->7/U*/W7$ Ktffl^iCcbCj;*), 
±Sfi©fc* «iajcffi|©M-r * £J!fiT 5 * 



— 7a >T i V 

5 - t Ko + y-N- ( 2 - ^ ^ * 7" h x ^ 

— /< w o r S K 

^) - y-^ ^tj k 

J-tKo + '/-N- (2- / ^A^fxf 
^ o y 7 5 K^JiCf 

^) -*^o >7 S K 

*^7 s y) U ) ^ y (£) i^-Kis^ 

-fr & c t *v & f t h o 



-179- 




+ ' 



I 

i 3 



a KCfigffcc* *l**8£x £j5iH£85* 2 feft©* 
- ^ - fc K n *• is 7 + ^7 5 K <Z> ft V £ X L 



»« ¥2-104515 (4) 
Mtfi>^A^f7^4^7?f (J.) tt. 
09 x. tf 2 - > ^ * ^ h x ^ jv r X yttzttisx-f 
T i y ( n = 2 ) J-^^AT'h/nt* 
T i > ( n = 3 ) * * o 

& 7 ^ > ^ (J.) »*x -^O- 7 

? h > <m = 2 ) , r-^f 077 ^ (m*3) x 
/<u o 7 ? Y * (m = 4 ) * fc\ti3 -f a 7 ^ h * 
(m= 5 ) 

7? V vcD&BS&JSlix -j©tcr^3-^ N W 
x. / * / - ^ x x^/-yw % 4 v :/ o / - ^ 

SSJt?liK7^3 -^CDifc&x EP^ 2 0-1 1 0 
t ©1512 <D£ &KTHSfc ;* nio 

&£B*iy]l*x -teKS < . £&*ffiWj:^;: <h 
jCX*r«T** £i§£x >^*y>7^*A7t 
7? hyi^ftfllfeJtt'S^rsc^^t^jt? 
£*it£x &££«3*2 0-8 O titic^ 



0 

I! 

^— S — (C»«)„— MH — C-<CHt).-0H) , <0) 
(flUx n *? JctfmfctJb&sS (I) T ^ ^ /c 6 CD 

2. 5 x L < 1 - 2 *l&Kff|ffl $ti 

* (^E^B*^. 7 6 8. 4 9 0 ^#I8> . 

Tx fc* tyfctiS^iC <fc $1*4 * ^©##TTx <H 
xtfig«(^7K3e7K*ffi^4CiiCi;*>x * ( 1 ) 

n & C x 5* <J_> WAtoy 4 K <t i£ (_2_) © 



-180- 



fJB3¥2-104515 (5) 



I 



±S£5t (A) 0*>'7;P7-f K(Do-& N »CHT 

tr x ( N - x ^ 4 - t Ko* «>yf ;i> t * 
K ) * ^ 7 -f K 

fc* X ( N - x ^ - 5 - t K n * '< U o T S 
Y ) *s J**? a Y 

tr X (N-if *-|rt Ko + '/^^ovr 
S K ) ^ ^ 7 -f K 

T 5 K ) i? * frj a Y 

^ K ) *J X a K i? J: 

T S K ) 5* X ^ 7 -f K e 

*£H»i* * ^€SO*««s:^^3ScD« ( l ft 
£s£ CI) ©N- (>^*^hr> + ;u) -o,_ 



7 >^#ft=m79.32078^^^cF^m«0.2642i^a 
t- * &C^ttSEC7 5 y X 3582. 17364*1 & 



-181- 



L tz # £■ * £ r * b 0 T £> T b £ < . /< - 
^ * X h G>3& 1 BUSS, * mi* - ;u£ftfc < 
g * A * ^= tfc M $ £ 4> h -r 

tz & 7 n> 3 - ii> . (fl * x ? y - ;u . -f v r 
a y< y - 3 /c li 7* £ J -^/U'Oitt7/i/3 - 

-c * h . 

X' 3 * /c £ r <* C m o <* -5 C . ^'J-a^-c 

JIB Wi * T J* 3 - ^fc <!: Ltl^tii. 

tt * « -5 o # + > t" - & * 'i ^ - £ *i 
3 # V v - tt 4k' <b Wtt ffl * tt* C" iff (tXtz&Y'i'*: 



®i\&&)%Ll&& 5- * • 5-6 05h 1IC5-3 0 

/PJ (fixatrice) £igfll tf> 2 - 1 0 ^PaTSiO^ 

tfjT tl LtZ. mtko N - (> /u* 7" h T 
-«-t KD4->7**n/7l K <fc O' * © *>" X 

H & Wl : 4 ~ t K a -+ - N - < 2 - > ^ * 7* 

H?-^) - 7' 3* JUT 5 K CD 52 
a) •> X f T 5 V^aiH«J®**:*r* 8 0 r T ©&Jo 
SiSHWT . 1 5.2 «©^Xr75 1 5 ai 
© r - 7'* ° 7 hViCOrg^«j<£- % 8 0 T C 
T 5 l*'H* *f£14^lBmTT&Jo£ii:*:. r - 7- 

(C. P . v. ) -c&MUtz* 

r _ 7*- o 7 ^ h vri<&J^S JESSIE ill 
2 tiU < t£ ~> tc t> * SSS/fcig^ftj^. I 0 g © * 



»ffl ¥2-101515 (6) 

^tz h i' <'iz® m 3 • 

ifc^-c-htfici&i^ -e©&£;!h*Lfc£ 
va>& An*? 4 V *n&L'& Z> Ml 

c o 62 -{L ifl n£ fei i tz tt&<LMit-&v:m\>* h n 

©«NtaiJ&'fei'£ffiScD 2-12 ^6 *f cfcO* 0. l — IS 
* ^ 36 *> l# ^ • 



/i^7 it x&tHJIS ■ ^ -> x v ^ ^ (Oowex) 5 0 " 

^ $ ix * ^> S © s> ^ ^ 7 ^ K ^ il 7C r i /i * <D 
ffifi>3fc 5 g ^t^if * 1 0 0 crfct'Uiac^* , C ©^ 

tz. zoftrnzmtLTtzTrnftz-ttT 2 5 6 © 4 

— t k n + > - n - ( 2 - > ;u*r Hf JH - 
1 H - N M R (80 MHz) A *< 9 h^TT'fil$tt 

(C»H,,NO,S • Vi H » O ) * 
Steffi C:41.84 H:8.I9 N:8. 13 0:23.22 S:18.62 
mm<& 41.59 7.83 8.56 22.84 I8 r 85 



-182- 



8. 6 I Kfl>r-7*o5* v y t £ 
Ttig^t^. * < LTft*:iS£fe£ l o ifisajq 

Jt**4x5,. C ©SPST r - 7* ^ n 7 ^ h v # 

^^tclcft^n/cci^ c.p.v. Titgi^n. * 

C <fc *) it ML U tz • 

/n<LTl 5g<D4-fc Ka^^-N- < 2 - 
> hXf ^) — ~f 3* $U 7 5 K £ ft . 

l^loo ! 3. 5 d© h 'J x^y - ;u7 $ y^iT 
U/c. tf) 6 OtCiHn/cg^fet:, fcfc*C7.7 
dlOr - 7* ^ o ^ ^ l-y^llllx*. £ & £ i£ }JU L 

:©t*7Hf *T r - 7* a y ? h :/ tt ^ £ IC f fc 
(C.P.V. *C<fc *} {S i2 ) . LT, 32 

g IZ) 4 - t K d * •> - N - <2->JU*7'l»X*- 



250g<O4-tKo*->-N- ( 2 - / ^ * 
rHf;H 7* f- ;u T 5 K ^ /: . 

D : 5 - t K a * > - N - i 2 - / Jl> # T 
t X + JU) U a T 5 K <D £1 33 

5 y i 6. 0 5dfi)r-A'UD7^ h y £ Oifc&lto 
^^ 6 0 - 7 0 tOfitt^T 1 5)$RJ)iXo, t - 
'<UU59 tV0m$L* C.P.V. C 

gOMaWlg^^Xv^^ (Oowex) 5 0 *? «fc CF 3 

8 g©5 - t Ko*i/-N - (2-/^*7" 
h x n.) u d t 5 K^lRfe«[^4LTl|/c. 
€0 "H-NMR, £tfK*;*--;U;fcJ;t/8c®T 
5 y<Dfc&fcfctZ J: *> *i*fJii£**lJ2 Viz. 

nfcWW : 6 - t K a + ^ - N - < 2 - /a* * r 
M?"^) i3T u yy % K © SB 33 
*?£&3£El£vTT. 5 g <0 is 7s -r 7 5 V £ 7. 2 



K1HT2-104515 <7) 

a^ww^^a^w^fcsjssfc. 2 2 8 g© 

T^6) **AU fco^«#Loo2 7 OciftD 
> 9 ✓ - >i*t 5 1 H#fffl 3 0 # W <C M 0 

€ OricLx c^fitct 1 5 5dOr-^f o 

trc8($Pig#o 0 *®&Tft*iz*>^T± r - -f 
f 07 ^ F ^fil£ft$nri,>5o RIC 3 5 0cnf 

<o$L&*f y -^^-ftix.. 6 o ti:T 3 o^a^ 

:OS^«3^ 1 5 t*-e#*PL. Mx^y- 

8«ltX^ / o 



« - * 7"n 7 ^ h ^tt«£fc$nTO*. C 

1 0 S ®Mfi«H^^ X y ^ x 5 0 

<*: 3 g ©aEffl^^rjlR!*.*: 1 0 0 ai® 

t 1 0 gfl)6-t Kp4->-N - t2 - / )Ufj T 
!V : f ^ ( N - X ^/l/ - 4 - t K D + 

^ r $ v ) x yi/ -7 -f K <z> 233g 

20g<Z)4-tKo+^-N - (2->/l/*7* 
HX^A/) 7- 3- JU7 § V & 3 0 Qcd<D$Btfox?S 



-183- 



it*. 

K n * > - V * fu y \ y ) i/ % )uy a K £ x 54 * 
/c£##T : ClH ,iN,0«Sf 

3t#{£:C:44.42 H:7.47 N:8.64 0:19.72 S: 19.76 
44.55 7.51 8.47 20.02 19.67 

3ff 2 

£l£3SfM^ JUlfflzaiStCTii^mjK: i I. 2 6 g 
(0. 0 5 t ^) 0)^^7*7 $ ^8^13^ 14.92 
g ( 0. I * 1* ) ©MJx^y-n>y$y % 8. 6 1 
g ( 0. 1 % /Is ) ©r - y^-D^i' f- /^Ji^ii 
C 2 0<J©ft*i>y - ^*3At4. ^< 
» & Ik «9 * 8 0 r C T 4 I* ffl & o . 



U n T $ K ) S? * 7 4 K © SB 35 
I. 7 7 g ( 0. 1 * IV) CD 5 - t K a * *> - N - 
{2 - > Jl/ * 7* h X >■ U- u y $ K * 2 Ocd 

L . 6 cil ( 0. 0 4 5 % iU ) © 3 0 H ig St 

n-r*. raiffl£&^T&aTT&&o*:&. i.s 

g CD k" * (N-X*-^- 5 - t Ko*>rfUD7 

* © H NMR^-:^h;i/(80 MHz) tt T & $ 

HSfeiH VI : t" * (N-Xf^-6 - t Kn + ->* 
7* a V T $ K ) a K0HR. 

I. 9 2 g ( 0. 1 * il/ ) ©6-fcKn + C- N- 
<2->*'*7*f'** , >l') *7"aVT5K*2 0 
cdtDX? S -A'K:&4*U*:$jft€ + 5 % C ft &I * 



KBI ¥2-101515 (8) 

8. 3 g ©fi&lft^t* . 

£ & T l 0. 7 gO^^ ( N - X /U - 4 - t K 

o * 7* f - /U 7 5 K ) *>* X /U 7 ^ K * flK * © St 

tx 9 9 — I 0 0 t "C 36 -j /c • 

8 0 HHz £0 H NMR*'~<? « ^ & £ *l * 

5 - t K n * i/ j< i* a y $ K ) •>* * ;u y * K . t: 
7 ( N - x /u - 6 - e K o + "> ^ 7' a y 7 $ K ) 
s> x/b y * K . t" X ( N - x ;t/ - 3 - t K a * 

> r d t: * y y $ k ) 'J 7^ ivy 4 k * tr x ( n - 

7 , af;i/-4-tFD+-/7'?-;i/7U') * fl/ 
7-( K*J:l/t^ (N-rof/i/ - 6 - t Ko-t 

> A 7" a y y 5 K ) ' ;* ju y 4 K £ 13 4$ CC & flfc L 



«}?TIC*5. 0 erf (0.0 4 9 *nO © 3 0 96 £8 ft 
& (f t-^f^Hi6) . c©£ft*&8E*a 

brats Lxmnnz ^t^affT^i^^i 

t^o f3ffl£fi:icTJ*3£T-T?te& L*:tfe % 1. 7 g 
CDf^ (N-x^^-6-tKn + ^*^o>y 
S K) *J*>\,? 4 KtHHftifyAiLTllfc. 
8 0 MHz O H NMR *-<? h'H*¥Sl$n£ 

o4 — tKo + i^-N- ( 2 - > ^* ^ h.x 
;i^7 ^ K 9g 
opH*- 9 <tt -5©ICi^S/£fi©r v^e-y 
o **4 0. 1 g 

o 0. 5 g 
oJKW^-v* adl€0g 



-184- 



o 0. 3 g 

o#*4 0. 1 g 

ofLWt pH£ 3 K:r *cDIC+^/£l 

o K * >* ad. 1 0 0 g 



xf ;0 ^TS K 12 g 

ph* 9 1 -t z otz&mtem 

o 0. 1 g 

o»l£39 0. 5 g 



n B3¥2-1C1515 (9) 

o R^f * ad. 100 g 

B) o5-^Ko + ->-N- < 2 - > * * ^ t 

x^;u) 1/ n 7 * K 10 g 

o * / x ^ / — ^t^; v 

PH*8. 5 itfiOCrtttl 
o 0. l g 

o&#*! 0.5g 
ojR*f*v;Jc ad. 100 g 

C) oj-tKo + '/-N- (2->^*^h 
■ x f - ^' ) * ^ o r t K 7 g 
o T >*~T pH*8. 5 it-SCg-T 5* 
o§« o. lg 
o&&m 0.5g 
o ad. 100 g 

* ^) ^7 * K 6. 3 g 



7" * ^ K 17. 5 g 

om* 8g 

o 0. lg 

o{3#*i 0. 5g 

orv^-T pH*9. 5 it ftlCCr^S 

o* ad. 100 g 



-185- 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

j^&LACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 



LKCOLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




